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Supplements: (all used 
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Chemical hapten ELISA with SCH94.03 
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Polyclonal hIgM 
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Polyclonal IgG 
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Hapten Elisa 
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/FRl 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 

OVOLVESG G G J£ ]L Q E G 

CAG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTG GTC CAG CCT GGG 

CloneAsH-lgM.22VH G 
Clone BsH-lgM.22VH 



16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 
RSLRLSCAASGF T F S 
AGG TCC CTG AGA CTC TCC TGT GCA GCC TCT GGA TTC ACC TTC AGT 



/CDRl /FR2 

31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 
SSGMHWVRQAPG K G L 
AGC TAT GGC ATG CAC TGG GTC CGC CAG GCT CCA GGC AAG GGG CTG 
C A 
C 

««.«^-««.^««.««._«.« /Q5jpj2————— —— — ——— — — 

46 47 48 49 50 51 52 52A 53 54 55 56 57 58 59 

E W V A Vfl) I S Y D G £ fi K X- T 

GAG TGG GTG GCA GTT ATA TCA TAT GAT GGA AGT AAT AAA TAG TAT 

T GG 
ACT GG 

/FR3 

60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 

A D S V K G R £ T. I S E fi E S 

GCA GAC TCC GTG AAG GGC CGA TTC ACC ATC TCC AGA GAC AAT TCC 

C 
C 

75 76 77 78 79 80 81 82 82A 82B 82C 83 84 85 86 

K N T L Y L O K a S L 1 A P(S) P 

AAG AAC ACG CTG TAT CTG CAA ATG AAC AGC CTG AGA GCT GAG GAC 
T CG C 

T C C 

. /CDR3 

87 88 89 90 91 92 93 94 95 96 97 98 99 lOOlOOA 

TAVYYCAKGV I G £ £ T 

ACG GCT GTG TAT TAG TGT GCG AAA GAG GTG ACT GCT ATT CCC TAG 

T GA GGG ACG 

GA GGG ACG 

/FR4 

lOOBlOl 102 103 104 105 106 107 108 109 110 111 112 113 

L D Y W G O G X li V. 1 J£ & S 

TTT GAC TAC TGG GGC CAG GGA ACC CTG GTC ACC GTC TCC TCA 
C G 
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/FRl— 
1 2 

Q £_ 



3 4 5 6 7 8 9 11 12 13 14 15 16 

V L TOP E S 1£ £ A A £ S 



CAG TCT GTG TTG ACG CAG CCG CCC TCA GTG TCT GCG GCC CCA GGA 

Clone I sH-lgM.22 VX g T T 

Clone II sH-lgM.22 VX. g T T 

/CDRl 

17 18 19 20 21 22 23 24 25 26 27 27A 27B 28 29 

OKVTI SCSG S. S & H I S 

CAG AA6 GTC ACC ATC TCC TGC TCT GGA AGC AGC TCC AAC ATT GGG 

C 
C 

-/FR2 

30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 
NN FVSWYO Q L E g T A E 

AAT AAT TAT GTA TCC TGG TAC CAG CAG CTC CCA GGA ACA GCC CCC 



T 
T 



A 
A 



y CDR2 — 

45 46 47 48 49 50 51 52 53 54 
I' L I K 22 I aZ K fi_ 



/FR3 

55 56 57 58 59 
^ & G I E 



AAA CTC CTC ATT TAT GAC AAT AAT AAG CGA CCC TCA GGG ATT CCT 
G T C 

T C 



60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 

D R P S G S K s G E £ & Z L S 

GAC CGA TTC TCT GGC TCC AAG TCT GGC ACG TCA GCC ACC CTG GGC 



/CDR3 

75 76 77 78 79 80 81 82 83 84 85 86 87 88 89 
I T G L o T G J2 £ A n JC 1 C G(S) 

ATC ACC GGA CTC CAG ACT GGG GAC GAG GCC GAT TAT TAC TGC GGA 

A 

/FR4 

90 91 92 93 94 95 95A 95B 96 97 98 99 100 101 102 
X W D SSLSA VVFGGGT 

ACA TGG GAT AGC AGC CTG T GTG GTA TTC GGC GGA GGG ACC 

AGT GC G 
AGT GC G 

/cX 

103 104 105 106 106A107 108 109 110 

K L I Z L S Q E K 

AAG CTG ACC GTC CTA GGT CAG CCC AAG 
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Sequence of MSI 19-D10 Vh 



FR1 — - - 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 
CAG GTG CAG CTG CAG GAG TCG GGC CCA GGA CTG GTG AAG CCT TCG GAG 
QVQLQESGPGLVKPSE 

/CDR1 

17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 
ACC CTG TCC CTC ACC TGC ACT GTC TCT GOT GGC TCG ATC AGT AGT 
TLSLTCTVSGGSISS 

/FR2- 

32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 
TAC TAC TGG AGC TGG ATC CGG CAG CCC CCA GGG AAG GGA CTG GAG 
YYWSWIRQPPGKGLE 

/CDR2 

47 48 49 50 51 52 53 54 55 56 57 58 59 60 61 
TGG ATT GGG TAT ATC TAT TAC AGT GGG AGC ACC AAC TAC AAC CCC 
WIGYIYYSGSTNYNP 

/FR3 

62 63 64 65 66 67 68 69 70 71 72 73 74 75 76 
TCC CTC AAG AGT CGA GTC ACC ATA TCA GTA GAC ACG TCC AAG AAC 
SLKS RVTI SVDTSKN 



77 78 79 80 81 82 82A 82B 82C 83 84 85 86 87 88 
CAG TTC TCC CTG AAG CTG AGC TCT GTG ACC GCT GCG GAC ACG GCC 
QFSLKLSSVTAADTA 

/CDR3 

89 90 91 92 93 94 95 96 97 98 99 100 lOOAlOOBlOOC 
GTG TAT TAC TGT GCG AGG TCG GCA CAG CAG CAG CTG GTA TAC TAC 
VYYCARSAQQQLVYY 

/FR4 /CpL- 

lOOD 101 102 103 104 105 106 107 108 109 110 111 112 113 114 
TTT GAC TAC TGG GGC CAG GGA ACC CTG GTC ACC GTC TCC TCA GGG 
FDYWGQGTLVTVSSG 




Sequence of MSI 19-D10 Vk 

FR 1 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 

6AC ATC 6TO ATG ACC CA6 TCT CCA 6AC TCC CTG 6CT 6T6 TCT CTQ 
DIVMTQSPDSLAVSL 



/CDR1 

16 17 18 19 20 21 22 23 24 25 26 27 27A 27B 27C 
GGC GAO AGO GCC ACC ATC AAC TGC AAG TCC AGC GAG AGT OTT TTA 
GERATINCKSSQSVL 



- /FR2 

27D 27E 27F 28 29 30 31 32 33 34 35 36 37 38 
TAC AGC TCC AAC AAT AAG AAC TAC TTA 6CT TGG TAC CAG CAG 
YSSNNKNYLAWYQQ 



/CDR2' 

39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 

AAA CCA GGA CAG CCT CCT AAG CTG CTC ATT TAC TGG GCA TCT ACC 
KPGQPP KLLIYWAST 



/FR3 

54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 
CGG GAA TCC GG6 GTC CCT 6AC CGA TTC AGT GGC AGC 6G6 TCT GGG 
RESGVPDRFSGSGSG 



69 70 71 72 73 74 75 76 77 78 79 80 81 82 83 
ACA GAT TTC ACT CTC ACC ATC AGC AGC CTG CAG GCT GAA GAT GTG 
TDFTLTZSSLQAEDV 



- /CDR3- /FR4 

84 85 86 87 88 89 90 91 92 93 94 95 96 97 98 
GCA GTT TAT TAC TGT CAG CAA TAT TAT AGT ACT CCT CTC ACT TTC 
AVYYCQQYYSTPLTF 



- /Ck 

99 100 101 102 103 104 105 106 107 108 109 110 111 112 113 
GGC CCT GGG ACC AAA GTG GAT ATC AAA CGA ACT GTG GCT GCA CCA 
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Mixed Primary Glia 
sH-lgM.22 Ca^"^ response 
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FIG. 39B 

Mixed Primary Glia 
SCH 94.03 Ca^"^ response 
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Mixed Primary Glia 
CH12/sH-lgM.14Ca2+ response 
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FIG. 43C 
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FIG. 45 

Translation o£ CB2b-G8 V.t 



M 



10 15 20 

X AVVQPGRSLRLS 
.AG ... GCC GTG GTC CAG CCT GGG AGG TCC CTG AGA CTC TCC 



CDRl - IMGT 



25 30 35 40 
CAASGFIFS SYG MHWVRQ 
TGT GCA GCG TCT GGA TTC ATT TTC AGT AGC TAT GGC ATG CAC TGG GTC CGC CAG 



FR2-IMQT > <— - 

CDR2 - IMGT 

45 50 55 60 65 

VPGKGLEWVAVIWYDGSDK Y 

GTT CCA GGC AAO GGG CTG GAG TGG GTG GCA GTT ATA TGG TAT GAT GGA AGT GAT AAA TAC 



F 



M 



70 

Y V D S V K 
TAT GTA GAC TCC GTG AAG 



75 80 85 

GRFTISRDNSKNTLY 
GGC CGA TTC ACC ATC TCC AGA GAC AAT TCT AAA AAC ACG CTC TAT 



90 95 100 105 110 

LQMNSLRAEDTAVYYCARDRSS 
CTG CAA ATG AAC AGC CTG AGA GCC GAG GAC ACG GCT GTG TAT TAC TGT GCG AGA GAT CGC AGC AGT 



CDR3 - IMGT 

115 120 125 

GWYWSCDSWGQGTLVIVSS 
GGC TGG TAC TGG TCC TGC GAC TCC TGG GGC CAG GGA ACC CTG GTC ATT GTC TCC TCA 




FIG. 46 



Translation of CB2b-G8 

1 - I M G T — 



10 15 20 

xxL LSGSPGQSITIS 
.TT XGC CTC . . . CTG TCT GGG TCT CCT GGA CAG TCG ATC ACC ATC TCC 



CDRl - IMGT 

25 30 35 40 
CTGTSSD VGGYNY VSWYQQ 
CTG ACT GGA ACC AGC AGT GAC GTT GGT GGT TAT AAC TAT GTC TCC TGG TAC CAA CAG 



FR2-IMGT > < 

CDR2 - IMGT 

45 50 55 60 65 

HPGKAPKIiMIYDVS D 

CAC CCA GGC AAA GCC CCC AAA CTC ATG ATT TAT GAT GTC AGT GAT 



M 



T — 



70 75 
R P S G V S 
CGG CCC TCA GGG GTT TCT 



80 

N R F S G S K 
AAT CGC TTC TCT GGC TCC AAG 



85 



S G N T A 
TCT GGC AAC ACG GCC 



S 
TCC 



> 



^CDR3 - IMGT 

90 95 100 105 110 

LTISGLQAEDEADYYCSSYTSS 
CTG ACC ATC TCT GGG CTC CAG GCT GAG GAC GAG GCT GAT TAT TAC TGC AGC TCA TAT ACA AGC AGC 



115 120 125 

130 

SSVVFGGGTKLTVLGQPKAAPS 
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09 Sequence with trcmslation: 
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CAG GAT CAC CTG CAG CAG TCT GGA CCT . . .GAG CTG GTG AAG CCT GGG GCT TTT GTG AAG ATA TCC 



CDRl - 

25 30 35 40 
CKASGYTFTNYD LNWVRQ 
TGC AAG GCT TCT GGT TAG ACC TTC ACA AAC TAG GAT CTA AAC TGG GTG AGG CAG 



IMGT 



45 50 55 

RPGQGLEWIGWIYPGNDNT 
AGG CCT GGA CAG GGC CTT GAG TGG ATT GGA TGG ATT TAT CCT GGA AAT GAT AAT ACT 
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TAC AAT GAG AAG TTC AAG 
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.GGC CTG GCC TCA CTG ACT GCA GAC AAG TCC TCC ACC ACA GCC TAC 



90 95 100 105 110 

LHLSSLTSESSAVYFCARGLPR 
TTG CAT CTC AGC AGC CTG ACT TCT GAG AGC TCT GCA GTC TAT TTC TGT GCA AGA GGG TTA CCT AGG 



CDR3 - IMGT 

115 120 
GWYFDVWGAGTTVTVSSA 
GGC TGG TAC TTC GAT GTC TGG GGC GCA GGG ACC ACG GTC ACC GTC TCC TCA GCT 
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Mouse Antibody Induced Proliferation 
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FIG. 64 

Human Antibody Induced 3H Thymidine Incorporation 
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FIG. 65 



Mouse Antibody Induced 3H Thymidine incorportion 
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FIG. 71 



LYM 46 Heavy Chain Sequence: 

FR 1 

EVQLVES666LVQP6 
GAG 6T6 CA6 CT6 6T6 GAG TCT GG6 6GA 66C TTG 6TC CA6 CCT GG6 

^CDRl 

GSLRLSCAAS6FTFS 
666 TCC CTG AGA CTC TCC TGT GCA 6CC TCT 6GA TTC ACC TTT AGT 

FR 2 

S7WMTHVRQAP6R6L 
AeC TAT T66 AT6 ACC T66 6TC C6C CAG GCT CCA 666 AA6 666 CT6 

^CDR2 

EWVANIKKD6SEKSY 
GAG T66 6T6 6CC AAC ATA AA6 AAA GAT 6GA AGT GAG AAA TCC TAT 

^PR3 

VDSVK6RFTTSRDNA 
6T6 6AC TCT 6T6 AA6 66C C6A TTC ACC ACC TCC AGA GAC AAC GCC 



KNSLYLQMNSLRAED 
AAG AAC TCA CTG TAT CTG CAA ATG AAC A6C CT6 AGA 6CC 6AG GAC 

CDR3 

TAVYYCARPNC66DC 
AC6 6CT 6T6 TAT TAC T6T 6C6 AGA CCC AAT T6T 66T 66T GAC T6C 



YLPWYFDLW6R6TLV 
TAT TTA CCA T66 TAC TTC GAT CTC T66 66C C6T 66C ACC CTG GTC 

T V S S 
ACT 6TC TCC TCA 



if^ m"^ ^i"*!* 
5L.Ji ^..U Ji„ liT ~ « « V4! --jf fll ir- 



1^ 



^1 



CM 

d 



o 

D 

a 
w 

H 



u 

Eh 

O 
H 



(9 

s 

H 



U 

u 

CI i4i 



(9 



O 



o 

H O 




CO u 










g 


o 

U 


1 


10 
D S 
GAC TCC 


g 

u 


U 




t* 
m U 
t* 




O 




u 

in (< 




o 

«s 


A 






u 









*8 



to 

u 



u 

CQ U 

ca 8 

O El 

tn 

O 

CO 8 

O 
CO U 

in B< 

M 



I 
I 

V 



I 

U I 
HO I 

< I 



in 



cog 



y 
in t* 

u 
u 

u 



O Oi u 

a in o 



CM 



Q* U 
U 



Oil 

o! 



U 



S 



. O 
bttr* 
H 

tn H ^ 

CO l< 



H 
H 



CO 

fa 



o O 

€0 



CQ 



"I 

in (K ^ 



El 
Oi U 

U 



o O Q 

U 
n u 



<«3 



O H 

en 

« X i< 
Q H 
U 



Oil 



U O 

-I 
►'I 



O 



-I 



iooii< 

Ot u 
(9 
U 

CO 8 
CO ^ 

u 

OHO 
at 0^ 



, o 

xn u 



o 

CO 

H Pi 



o 



<0 

El 

in 

CM 1^ 



O 



o 



in 

H o 
H fa E4 
E< 

•*8 

E4 
Oi O 



FIG. 80A 



TMEV Infected SJL Mice 
Treated at 21 Days Post Infection 

Demyelination 
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FIG. SOB 

TIVIEV Infected SJL Mice 
Treated at 21 Days Post Infection 

Inflammation 
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FIG. 81 

Chronically TMEV Infected SJL Mice 
Treated with sHlgM46 or sHlgM22 
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x = 4.1 +/-0.6 x=10.0+/-1.4 

Groups are different by ANOVA, P = 0.001 
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FIG. 82 

Chronically TMEV Infected SJL Mice 
Treated sHlgM46 vs Ail Other Antibodies 
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x = 4.1+/- 0.6 x= 10.2+/- 0.8 

Groups are different by one way ANOVA, P = < 0.001 
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FIG. 86A 



MTT Assay: H202-incluced cell death 
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